Serum metabolomic analysis
2 Data processing and analysis, identification of potential biomarkers were performed as 3 previously described [1] . 4 
Data processingand analysis

5
The raw ultra-pressure liquid chromatography coupled with mass spectrometry MS/MS) data were processed using the SIEVE 2.1 software (Thermo Fisher Scientific, USA) for 7 peak deconvolution and alignment. The method parameters were as follows: ion m/z tolerance 8 (10 ppm), ion retention time tolerance (0.2 min), ion intensity threshold (5'000 counts), and 9 retention time range: 0-16 min. The mass-to-charge ratio range is 50-1000. After completing the 10 integration parameters, a report of peaks based on areas, retention time and m/z was generated for 11 each sample. These screened data were processed according to the "80 % rule". After entire LC−MS system was controlled by the AnaLyst 1.5 software (Waters, Co.). 
Data analysis
16
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